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Abstract

BACKGROUND—Studies of colorectal adenocarcinoma (CRC) indicate a higher mortality rate for
African Americans compared with Caucasians in the United States. In the current study, the authors
evaluated the racial differences in survival based on tumor location and pathologic stage between
African-American patients and Caucasian patients who underwent surgery alone for CRC.

METHODS—AII 199 African American patients and 292 randomly selected, non-Hispanic
Caucasian patients who underwent surgery between 1981 and 1993 for first primary sporadic CRC
at the University of Alabama—-Birmingham (Birmingham, AL) or an affiliated Veterans Affairs
hospital were assessed for differences in survival. None of these patients received preoperative or
postoperative neoadjuvant or adjuvant therapy. Survival curves were generated using the Kaplan-
Meier method, and hazard ratios with 95% confidence intervals (95% CI) were estimated from Cox
proportional hazards models, adjusting for demographic and tumor characteristics.

RESULTS—ATfrican Americans were 1.67 (95% Cl, 1.21-2.33) and 1.52 (95% CI, 1.12-2.07) times
more likely to die of colonic adenocarcinoma (CAC) within 5 years and 10 years of surgery,
respectively, compared with Caucasians. Racial differences in survival were observed among patients
with Stage II, 111, and IV CAC; however, the strongest and statistically significant association was
observed among patients with Stage 1l CAC. There were no significant racial differences in survival
in patients with rectal adenocarcinomas.

CONCLUSIONS—The current findings suggest that the decreased overall survival at 5 years and
10 years postsurgery observed in African-American patients with CAC may not be attributable to
tumor stage at diagnosis or treatment but may be due to differences in other biologic or genetic
characteristics between African-American patients and Caucasian patients.
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Colorectal carcinoma (CRC) is the third most common malignancy and the second most
common cause of cancer mortality among men and women in the United States. In 2003, there
were an estimated 147,500 new cases of CRC and 57,100 deaths due to this malignancy.! In
the United States, there are racial differences in CRC incidence, mortality, and survival.
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Compared with Caucasians, African Americans have higher incidence and mortality rates and
lower survival rates.2 Recent trends indicate that the incidence of CRC among Caucasians has
declined slightly and recently stabilized, whereas CRC incidence among African Americans
has increased. The racial discrepancy is even more prominent with respect to mortality:
Mortality rates have declined steadily for Caucasians, whereas they have increased for African
Americans, and particularly African-American men. For each disease stage at diagnosis, 5-
year relative survival rates are lower for African Americans with CRC than for Caucasians.?

Several studies of survival differences between African-American and Caucasian patients with
CRC have reported poorer prognosis and shorter survival among the former group3~1° (Table
1). These studies analyzed survival and/or mortality among patients with colonic, rectal, or
colorectal carcinoma (patients with colonic and rectal tumors were analyzed as a single group).
A variety of explanations for the racial disparity in survival have been proposed, including
differences in age, advanced disease stage at the time of diagnosis, treatment options,
socioeconomic factors, and biologic characteristics (Table 1).

We conducted survival analyses to elucidate the differences in survival between African-
American patients and Caucasian patients with CRC based on tumor site and tumor stage,
because neoplasia of the colon and the rectum should be viewed as distinct disease entities,
each with their own prognostic factors. All patients underwent surgery (alone) with curative
or palliative intent at the University of Alabama—-Birmingham (UAB; Birmingham, AL) or at
an affiliated Birmingham Veterans Affairs (VA) hospital. The current clinical cohort of patients
may represent the population dynamics of the southeastern United States.

MATERIALS AND METHODS

We identified 819 patients from the UAB and VA tumor registries who had undergone surgery
from 1981 through 1993 for colorectal adenocarcinoma. From this group, we included all
African-American patients (n = 199) and 300 randomly selected non-Hispanic Caucasian
patients who were diagnosed with first primary CRCs with or without distant metastases in the
study. Information related to patient demographics and clinicopathologic characteristics were
extracted from medical records and pathology reports, respectively. We reviewed charts and
surgical pathology reports to ensure correct staging and other clinical information. During our
initial selection process, patients who had multiple primary tumors within the colon/rectum,
multiple malignancies, or a family or personal history of malignancy were excluded from the
study population; therefore, the study cohort consisted of only those patients who had sporadic
first primary CRCs. Because we were interested in determining racial differences in survival
by anatomic sub-site, patients with unspecified tumor location were not included in this study.
To control for treatment bias between African-American and Caucasian patients, we included
patients who underwent surgery as their only therapeutic intervention and excluded patients
who received presurgical or postsurgical chemotherapy. Patients who died within 1 week of
their surgery were excluded from the analyses (n = 8). The final cohort (n = 491) for the current
analyses included of 199 African-American patients and 292 Caucasian patients. These racially
distinct patients are under the care of a uniform group of physicians and health care workers.

We used the UAB and VA tumor registries to obtain follow-up information related to patient
vital status. Patients were followed by the UAB or VA tumor registries until death or until the
date of their last documented contact within the study time frame. The tumor registries ascertain
outcome (mortality) information directly from patients (or living relatives) and their physicians
through telephone and mail contacts. This information is validated further by state death lists.
The tumor registries update follow-up information every 6 months, and follow-up of the current
cohort ended on May 30, 2003, one month before the current analyses were performed.
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Death due to either colonic carcinoma or rectal carcinoma was the outcome (event) of interest
in this study. The number of months from the date of surgery to death or the date of last contact
was used to measure the time at risk. Patients who died of a cause other than CRC or who were
alive at the time of last follow-up were censored in the current analyses.

Tumor variables included Stages I, II, 111, and IV according to the International Union Against
Cancer staging system; tumor grade (degree of differentiation); and anatomic tumor location.
Pathologic tumor staging was performed according to the criteria of the American Joint
Committee on Cancer.16 Histologic grade was coded as poorly differentiated, moderately
differentiated, or well differentiated.1” International Classification of Diseases for Oncology
codes were used to specify anatomic tumor locations.1® Anatomic subsites were grouped into
the proximal colon (cecum, ascending colon, and first two-thirds of the transverse colon), the
distal colon (the last one-third of the transverse colon, splenic flexure, descending colon, and
sigmoid colon), and the rectum.

Statistical Analysis

RESULTS

We used the chi-square test to evaluate differences in baseline characteristics between African-
American patients and Caucasian patients. Kaplan—Meier survival curves stratified by race
were estimated, and the significance of differences between groups was compared using the
log-rank test.19 Separate curves were generated to estimate survival at 5 years and 10 years
postsurgery for patients with colon carcinoma (proximal or distal) and patients with rectal
carcinoma. A priori, we chose to analyze survival outcomes for patients with colonic
adenocarcinoma (CAC) and rectal adenocarcinoma separately, because we felt that survival
according to race in patients with tumors located in these two distinct anatomic sites may have
different prognostic factors. Subsequently, we evaluated effect modification by tumor site
(colonic vs. rectal) between race and stage while controlling for all other variables. Cox
proportional hazards models were used to estimate the hazard ratio (HR) of death due to both
colon carcinoma and rectal carcinoma for African Americans compared with Caucasians.20 In
that analysis, we controlled for race, age, gender, hospital, anatomic subsite, tumor stage, and
tumor grade. These models were generated separately for 5-year and 10-year survival periods.
Using Cox regression, we estimated the HR of death due to colon carcinoma for African
Americans compared with Caucasians, with stratification by tumor stage at diagnosis. All
analyses were performed with SAS statistical software (Version 9.0; SAS Inc., Cary, NC).2%
22

The average age of the study population at the time of diagnosis was 64.8 years; there were
more males (60%) in the study population, because 31% of the cohort (n = 155) was treated at
the VA hospital, where the majority of patients are men. Demographic and tumor
characteristics for African-American and Caucasian patients are shown in Table 2. There were
no significant differences by race with regard to age (P = 0.47), treatment hospital (P = 0.87),
tumor stage (P = 0.77), or tumor grade (P = 0.17). Distribution of tumors based on anatomic
location within the colon/rectum (P = 0.05) differed significantly between groups, with African
Americans being more likely to present with proximal tumors and less likely to present with
distal or rectal tumors compared with Caucasians. After excluding rectal malignancies, this
difference in tumor sites (P = 0.10) was attenuated (Table 2).

Survival Analyses

African Americans with CACs had poorer 5-year (log-rank test: P =0.01) and 10-year survival
rates (log-rank test: P = 0.02) compared with Caucasians (Fig. 1). The proportion of patients
lost to follow-up (censored) was similar in both racial groups. Within 5 years postsurgery, 16%
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of Caucasians (n = 35) and 12% of African Americans (n = 19) were lost to follow-up, and
within 10 years postsurgery, 31% of Caucasians (n = 68) and 26% of African Americans (n =
43) were lost to follow-up. There were only 2 deaths (events) among African Americans and
5 deaths among Caucasians after 10 years of follow-up. Patients with rectal tumors were
analyzed separately, and no statistically significant racial differences in survival rates were
found at 5 years (log-rank test: P = 0.35) or at 10 years (log-rank test: P = 0.30) postsurgery
(data not shown).

We evaluated the influence of tumor location on survival in both groups using Cox regression
analysis. In the study population, anatomic tumor site (colonic vs. rectal) was an effect modifier
of the relation between race and survival (Fig. 2). Specifically, among patients with rectal
carcinoma, Caucasians had poorer 5-year and 10-year survival rates, although these findings
were not statistically significant. In contrast, statistically significant differences were found
with respect to colon carcinoma: African Americans had poorer 5-year and 10-year survival
rates (Fig. 2).

Cox proportional hazards models were used to estimate the adjusted HRs for death due to colon
carcinoma. Overall, African Americans were 38% (HR, 1.38; 95% confidence interval [95%
Cl], 1.03-1.83) more likely to die of colon carcinoma compared with Caucasians. Adding
demographic and tumor characteristics to the model increased the magnitude of the HR and
the significance level of the race variable (HR, 1.47; 95% CI, 1.09 —-1.98). Among patients
with colon carcinoma, African Americans were 67% (95% CI, 1.21-2.33) more likely to die
within 5 years after surgery due to this malignancy compared with Caucasians (Table 3). Within
a 10-year period, African Americans had a 52% (HR, 1.52; 95% Cl, 1.12-2.07) increased risk
of death due to colon carcinoma compared with Caucasians after adjusting for the other
variables in the model (Table 3). The attenuation in race-related risk (15% reduction) of death
due to colon carcinoma within 5 years postsurgery, compared with 10 years postsurgery, may
be attributable in part to increasing age. When patients with rectal tumors were evaluated using
multivariate analysis, no statistically significant difference was found in the risk of death due
to rectal carcinoma (P = 0.39) between African-American patients and Caucasian patients (data
not shown).

Cox regression analyses of CACs based on tumor stage revealed disparities in survival between
African-American and Caucasian patients with Stage II, 111, and IV adenocarcinomas;
however, this association was statistically significant only for patients with Stage 1l disease
(Table 4). Among patients with Stage Il CACs, African Americans had a 2.53-fold greater risk
of death (95% CI, 1.31- 4.86) due to colon carcinoma within 5 years after surgical resection
compared with Caucasians. Within a 10-year period after surgery, African Americans with
Stage Il CACs were 1.82 times more likely to die (95% CI, 1.04 —3.18) of this disease compared
with Caucasians (Table 4). We could not perform similar survival analyses for patients with
Stage | CACs, because not enough events (deaths due to colon carcinoma) occurred among
these patients. We also did not perform multivariate analyses of patients with rectal tumors
based on tumor stage, due to the limited number of patients in each stage category in both racial
groups.

DISCUSSION

We performed survival analyses to elucidate differences in mortality rates between African
Americans and Caucasians who underwent surgical resection for CACs and rectal
adenocarcinomas. The results of these analyses revealed that compared with Caucasians,
African-American patients with CACs had a >50% greater risk of death due to colon carcinoma
within 5 years and 10 years after surgery. Furthermore, among patients with Stage Il colon
carcinoma, the analysis revealed that African Americans had a 2.53-fold greater risk of death
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due to colon carcinoma within 5 years after surgery compared with Caucasians. Within 10
years postsurgery, the racial disparity persisted among patients with Stage Il disease: African
Americans were found to have a 1.82-fold greater risk of death compared with Caucasians.
There were no observed racial differences in survival among patients with rectal tumors.

The results of the multivariate Cox regression analyses of CACs indicate that after adjusting
for all other variables (including age, gender, hospital, tumor stage, degree of tumor
differentiation, and tumor anatomic subsite), the risk of death due to colon carcinoma was
significantly greater for African-American patients compared with Caucasian patients. The
current study, like many others, indicated that older age at diagnosis, increasing tumor grade
(poorly differentiated tumors), and pathologic stage were strong risk factors (Table 1).

Several studies have suggested that survival differences between African Americans and
Caucasians may be attributable in part to the disease stage at the time of diagnosis.8:9:23:24
African Americans typically present with advanced-stage disease at the time of diagnosis and
have a poorer clinical outcome compared with Caucasians.>:8:9:23-25 Other factors, including
treatment issues, differential treatment options, socioeconomic characteristics, and biologic
differences, have been proposed as potential explanations for the racial disparity in the survival
of patients with CRC.#:26—28 |n the current study, however, disease stage at diagnosis was
distributed similarly for African Americans and Caucasians and was found not to account for
differences in overall survival. When we stratified by disease stage at diagnosis, we found that
Caucasians had better survival compared with African Americans in each stage, specifically
among patients with Stage Il colon carcinoma. Other studies have suggested that differential
understaging among racial groups and differences in specialization among physicians at
different hospitals may contribute to the survival discrepancy observed between African
Americans and Caucasians.>® However, we had a homogenous group of physicians (clinical
oncologists, surgeons, and pathologists) who diagnosed, treated, and performed staging for all
patients at both the UAB and VA hospitals. Therefore, in the current analyses, biases in
treatment, diagnosis, and staging between African Americans and Caucasians should be
minimal. Thus, it is unlikely that these key characteristics contributed to the racial disparity in
survival observed in the current study.

An additional strength of the current study is that all patients underwent uniform treatment
with surgical resection. None of the patients were treated with chemotherapeutic agents, such
as 5-fluorouracil (5-FU), or with any other neoadjuvant or adjuvant therapy. A recent study
suggested that differences in survival by race may be due to differential use of chemotherapy
and radiotherapy.’ Because surgical resection was the only treatment received by the patients
in the current study, differences in terms of compliance with chemotherapeutic regimens did
not complicate the results. Moreover, adjuvant chemotherapy was not commonly used at the
beginning of the study’s time frame (1981), but the use of adjuvant therapy for CRC became
more widespread in 1988. The Food and Drug Administration approved leucovorin calcium
for use in combination with 5-FU to prolong survival in the palliative treatment of patients
with advanced CRC (Stage V) in 1952; however, adjuvant treatment in combination with 5-
FU after surgical resection in patients with Dukes Stage C colon carcinoma was not approved
until 1990. Consequently, the use of 5-FU has become common for the treatment of patients
with Stage I11 and IV tumors. Therefore, the number of patients who received chemotherapy
in the initial study was limited. Nonetheless, adhering to the exclusion criteria outlined above
(see Materials and Methods), we excluded patients who received presurgical or postsurgical
adjuvant therapy. In addition, the same homogenous physician pool provided postsurgery
follow-up care for patients at both the UAB and VA hospitals to negate the potential for
differential treatment options.
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The unique characteristics of the current patient population (African Americans and
Caucasians) serve to clarify racial differences in the survival of patients with CACs or rectal
adenocarcinomas. First, a significant proportion of patients treated at our medical institutions
(~30%) are African American. Second, the study population was homogeneous with regard to
treatment (i.e., treatment was similar for patients treated before 1988 and patients treated after
1988). Furthermore, the only treatment received by the study cohort was surgical resection,
which is the most effective curative therapy for CRC.2%:30 This consistent method of treatment
may eliminate systematic bias in the current dynamic cohort. Third, variations in physicians’
diagnostic and surgical skills did not confound the association between race and survival,
because the same pool of physicians diagnosed, treated, and performed staging for African-
American and Caucasian patients. These features of the current patient population presented
us with the ability to evaluate the true survival history of patients in the two racial groups.
Furthermore, our analysis was performed without biases with regard to patient selection,
disease stage at diagnosis, and treatment. Using a case accrual period of 1981-1993 and a study
follow-up period of 1981-2003, we were able to use a retrospective follow-up design with a
dynamic cohort of patients. This allowed us to generate 5-year and 10-year survival patterns
without losing data due to right censoring.

An important feature of colorectal neoplasia is its anatomic location within the colon/rectum,
which consequently influences the clinical outcome. In the current study, the distribution of
CRCs inthe proximal colon, the distal colon, and the rectum varied between African Americans
and Caucasians in that proximal colon tumors were more common among African Americans.
Similar distributions of tumors have been reported previously in several other studies.2%:31~
35 A number of hypotheses have been proposed for the apparent differences in the distribution
of adenocarcinomas within the colorectum, including differences in diet, alcohol consumption,
hormone status, socioeconomic status, and physical activity.32:36=40 |t s likely that there are
differences throughout the colon/rectum regarding sensitivity to dietary carcinogen exposure.
Indeed, in experimental studies of animals, it has been demonstrated that a diet high in fat (23%
corn oil) increased the incidence tumor development in the proximal colon compared with the
distal colon.#! A subsequent study demonstrated that the difference in the incidence of tumors
between the proximal and distal colon was attributable to the greater capacity of the distal colon
to cope with initial damage to DNA caused by carcinogens.#? These findings underscore the
importance of studies aimed at elucidating mechanisms of tumor development in relation to
tumor site and of the consideration of tumor location in assessing the aggressiveness and the
outcome of patients with CRC.

Neoplasias of the colon and the rectum are distinct entities and may follow dissimilar
pathogenic pathways,*3:44 and treatment of rectal adenocarcinomas differs from treatment of
colonic adenocarcinomas. The results of the current study confirm previous reports that
African-American patients with colonic adenocarcinomas have shorter postsurgical survival
compared with Caucasian patients.>94% However, in contrast to previous reports,>13:14 we
did not find a significant racial difference in survival among patients with rectal tumors.
Previous studies suggested that variation in surgeon-related factors may affect outcomes after
surgery for rectal carcinoma.*® The null results observed in the current study among patients
with rectal adenocarcinomas may have been due to uniform treatment (i.e., surgery alone) and
postsurgery follow-up care. Most studies of CRC mortality fail to mention the possible
implications of effect modification by tumor site. Therefore, overall survival in patients with
CRC may have been reported erroneously in several previous studies.

Despite our increased understanding of the molecular pathogenesis of CRC, the process of
translating novel information into improvements in clinical approaches to patient care is
lacking. In addition, CRC typically is considered a single disease, ignoring the fact that the
colorectal region includes three distinct organs—the proximal colon, the distal colon, and the
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rectum— each with its own distinct embryologic, biologic, histologic, and physiologic

ch

aracteristics. Therefore, to further elucidate the racial differences in survival among patients

with this malignancy, larger studies are required to understand the underlying biologic
mechanisms of pathogenesis and progression of colorectal neoplasia in relation to tumor stage,
tumor location, and race. In addition, demographic characteristics and other clinical features
must be considered together with tumor stage in predicting the clinical outcomes of patients
with colorectal malignancies.

Acknowledgments

Su

pported in part by grants from the National Cancer Institute (RO1-CA98932-01 and RO3-CA097542-01), which

are funded by the National Institutes of Health.

Th

References

1
2

10

11.

12.

13.

14.

15.

16.

e authors thank Sameera VVohra, M.D., for her assistance in preparing the current article.

. American Cancer Society. Cancer facts and figures 2003. Atlanta: American Cancer Society; 2003.
. Ries LA, Wingo PA, Miller DS, et al. The annual report to the nation on the status of cancer, 1973—

1997, with a special section on colorectal cancer. Cancer 2000;88:2398-2424. [PubMed: 10820364]

. Clegg LX, Li FP, Hankey BF, Chu K, Edwards BK. Cancer survival among US whites and minorities:

a SEER (Surveillance, Epidemiology, and End Results) Program population-based study. Arch Intern
Med 2002;162:1985-1993. [PubMed: 12230422]

. Cooper GS, Yuan Z, Landefeld CS, Rimm AA. Surgery for colorectal cancer: race-related differences

in rates and survival among Medicare beneficiaries. Am J Public Health 1996;86:582-586. [PubMed:
8604797]

. Dayal H, Polissar L, Yang CY, Dahlberg S. Race, socioeconomic status, and other prognostic factors

for survival from colo-rectal cancer. J Chronic Dis 1987;40:857— 864. [PubMed: 3597687]

. Dominitz JA, Samsa GP, Landsman P, Provenzale D. Race, treatment, and survival among colorectal

carcinoma patients in an equal-access medical system. Cancer 1998;82:2312-2320. [PubMed:
9635522]

. Govindarajan R, Shah RV, Erkman LG, Hutchins LF. Racial differences in the outcome of patients

with colorectal carcinoma. Cancer 2003;97:493- 498. [PubMed: 12518374]

. Marcella S, Miller JE. Racial differences in colorectal cancer mortality. The importance of stage and

socioeconomic status. J Clin Epidemiol 2001;54:359-366. [PubMed: 11297886]

. Mayberry RM, Coates RJ, Hill HA, et al. Determinants of black/white differences in colon cancer

survival. J Natl Cancer Inst 1995;87:1686-1693. [PubMed: 7473817]

. Merrill RM, Brown ML, Potosky AL, et al. Survival and treatment for colorectal cancer Medicare
patients in two group/staff health maintenance organizations and the fee-for-service setting. Med
Care Res Rev 1999;56:177-196. [PubMed: 10373723]

Roetzheim RG, Pal N, Gonzalez EC, Ferrante JM, Van Durme DJ, Krischer JP. Effects of health
insurance and race on colorectal cancer treatments and outcomes. Am J Public Health 2000;90:1746—
1754. [PubMed: 11076244]

Wudel LJ Jr, Chapman WC, Shyr Y, et al. Disparate outcomes in patients with colorectal cancer:
effect of race on long-term survival. Arch Surg 2002;137:550-554. [PubMed: 11982467]

Dignam JJ, Ye Y, Colangelo L, et al. Prognosis after rectal cancer in blacks and whites participating
in adjuvant therapy randomized trials. J Clin Oncol 2003;21:413- 420. [PubMed: 12560428]
Michelassi F, Block GE, Vannucci L, Montag A, Chappell R. A 5- to 21-year follow-up and analysis
of 250 patients with rectal adenocarcinoma. Ann Surg 1988;208:379-389. [PubMed: 3421761]
Dignam JJ, Colangelo L, Tian W, et al. Outcomes among African-Americans and Caucasians in colon
cancer adjuvant therapy trials: findings from the National Surgical Adjuvant Breast and Bowel
Project. J Natl Cancer Inst 1999;91:1933-1940. [PubMed: 10564677]

Beahrs, OH.; Henson, DE.; Hutter, RV.; Myers, MH., editors. American Joint Committee on Cancer
manual for staging of cancer. Vol. 4. Philadelphia: JB Lippincott; 1992.

Cancer. Author manuscript; available in PMC 2009 September 3.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Alexander et al.

17.

18.

19.

20.
21.
22.
23.

24.

Page 8

Fenoglio CM, Pascal RR. Colorectal adenomas and cancer: pathologic relationships. Cancer
1982;50:2601-2608. [PubMed: 7139554]

Percy, C.; Van Holten, V.; Muir, C., editors. International classification of diseases for oncology.
Vol. 2. Geneva: World Health Organization; 1990.

Kaplan E, Meier P. Nonparametric estimation from incomplete observations. J Am Stat Assoc
1958;53:457- 481.

Cox D. Regression models and life tables. J R Stat Soc 1972;B34:187-220.
Allison, P. Survival analysis using the SAS system: a practical guide. Cary, NC: SAS Institute; 1995.
Kleinbaum, D. Survival analysis: a self-learning text. New York: Springer-Verlag; 1996.

Beart RW, Steele GD Jr, Menck HR, Chmiel JS, Ocwieja KE, Winchester DP. Management and
survival of patients with adenocarcinoma of the colon and rectum: a national survey of the
Commission on Cancer. J Am Coll Surg 1995;181:225-236. [PubMed: 7670682]

Freeman HP, Alshafie TA. Colorectal carcinoma in poor blacks. Cancer 2002;94:2327-2332.
[PubMed: 12015756]

25. Alberts DS, Lipkin M, Levin B. Genetic screening for colo-rectal cancer and intervention. IntJ Cancer

26.

27.

1996;69:62— 63. [PubMed: 8600065]

Ball JK, Elixhauser A. Treatment differences between blacks and whites with colorectal cancer. Med
Care 1996;34:970-984. [PubMed: 8792784]

Krain LS. Racial and socioeconomic factors in colon cancer mortality. Oncology 1972;26:335-344.
[PubMed: 5055854]

28. Weaver P, Harrison B, Eskander G, etal. Colon cancer in blacks: a disease with a worsening prognosis.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

J Natl Med Assoc 1991;83:133-136. [PubMed: 2005649]

Bleday R, Wong WD. Recent advances in surgery for colon and rectal cancer. Curr Probl Cancer
1993;17:1- 65. [PubMed: 8513679]

Janne PA, Mayer RJ. Chemoprevention of colorectal cancer. N Engl J Med 2000;342:1960-1968.
[PubMed: 10874065]

Demers RY, Severson RK, Schottenfeld D, Lazar L. Incidence of colorectal adenocarcinoma by
anatomic subsite. An epidemiologic study of time trends and racial differences in the Detroit,
Michigan area. Cancer 1997;79:441- 447. [PubMed: 9028352]

Devesa SS, Chow WH. Variation in colorectal cancer incidence in the United States by subsite of
origin. Cancer 1993;71:3819-3826. [PubMed: 8508350]

Johnson H Jr, Carstens R. Anatomical distribution of colonic carcinomas. Interracial differences in
a community hospital population. Cancer 1986;58:997-1000. [PubMed: 3719563]

Nelson RL, Dollear T, Freels S, Persky V. The relation of age, race, and gender to the subsite location
of colorectal carcinoma. Cancer 1997;80:193-197. [PubMed: 9217029]

Thomas G. [Genes and colorectal cancer development]. Pathol Biol (Paris) 1992;39:920. [PubMed:
1538933]

Bufill JA. Colorectal cancer: evidence for distinct genetic categories based on proximal or distal tumor
location. Ann Intern Med 1990;113:779-788. [PubMed: 2240880]

Gapstur SM, Potter JD, Folsom AR. Alcohol consumption and colon and rectal cancer in
postmenopausal women. Int J Epidemiol 1994;23:50-57. [PubMed: 8194924]

Herbert C. [Diet and nonsteroidal anti-inflammatory drugs: role in prevention of colorectal cancer].
Gastroenterol Clin Biol 1998;22(3 Suppl):S202-S217. [PubMed: 9762257]

Slattery ML, Caan BJ, Potter JD, et al. Dietary energy sources and colon cancer risk. Am J Epidemiol
1997;145:199-210. [PubMed: 9012592]

Slattery ML, Schaffer D, Edwards SL, Ma KN, Potter JD. Are dietary factors involved in DNA
methylation associated with colon cancer? Nutr Cancer 1997;28:52— 62. [PubMed: 9200151]

Holt PR, Mokuolu AO, Distler P, Liu T, Reddy BS. Regional distribution of carcinogen-induced
colonic neoplasia in the rat. Nutr Cancer 1996;25:129-135. [PubMed: 8710682]

Hong MY, Chapkin RS, Morris JS, et al. Anatomical site-specific response to DNA damage is related
to later tumor development in the rat azoxymethane colon carcinogenesis model. Carcinogenesis
2001;22:1831-1835. [PubMed: 11698346]

Cancer. Author manuscript; available in PMC 2009 September 3.



1duasnuey Joyiny vVd-HIN 1duasnue Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Alexander et al.

43.

44,

45.

46.

Page 9

Beart RW, Melton LJ I11, Maruta M, Dockerty MB, Frydenberg HB, O’Fallon WM. Trends in right
and left-sided colon cancer. Dis Colon Rectum 1983;26:393-398. [PubMed: 6851801]

Kapiteijn E, Liefers GJ, Los LC, et al. Mechanisms of oncogenesis in colon versus rectal cancer. J
Pathol 2001;195:171-178. [PubMed: 11592095]

Chu KC, Tarone RE, Chow WH, Alexander GA. Colorectal cancer trends by race and anatomic
subsites, 1975 to 1991. Arch Fam Med 1995;4:849- 856. [PubMed: 7551132]

Porter GA, Soskolne CL, Yakimets WW, Newman SC. Surgeon-related factors and outcome in rectal
cancer. Ann Surg 1998;227:157-167. [PubMed: 9488510]

Cancer. Author manuscript; available in PMC 2009 September 3.



1duosnuey JoyIny vd-HIN 1duosnuey JoyIny vd-HIN

1duosnue\ Joyiny Vd-HIN

Alexander et al.

Percent survival

Page 10

1.00
Caucasian; —— African American: -------
0.757
0.50-
Caucasian AA
Month Censored Cxpernienced failure Censored Experienced failure
20 19 43 10 52
40 9 25 4 20
0.25- 60 7 11 5 7
80 | 12 7 7
100 13 3 11 1
120 19 3 6 1
Olm‘ T T T T L T
20 40 60 80 100 120
Survival in mos
FIGURE 1.

Kaplan—Meier survival curves for Caucasian (n = 221) and African-American (AA; n = 163)
patients with colonic adenocarcinomas. Survival rate at 5 years (log-rank test: P = 0.01):
Caucasian patients, 62.6%; AA patients, 51.5%. Survival rate at 10 years (log-rank test: P =

0.02): Caucasian patients, 51.5%; AA patients, 40.9%.
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FIGURE 2.

Colorectal carcinoma mortality hazard ratios for African-American patients compared with
Caucasian patients according to anatomic tumor subsite. Hazard ratios are adjusted for age,
gender, hospital, tumor grade, and tumor stage.
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TABLE 2
Demographic and Tumor Characteristics of 491 Patients with Colorectal
Adenocarcinoma Who Underwent Surgical Resection

No. of patients (%)

African Americans (n =

Variable Caucasians (n = 292) 199) P value
Gender

Male 190 (65.1) 108 (54.3) 0.02

Female 102 (34.9) 91 (45.7) —
Age group (yrs)

0-49 35 (12.0) 17 (8.5) 0.47

50-64 103 (35.3) 72 (36.2) —

>65 154 (52.7) 110 (55.3) —
Hospital

University 199 (68.1) 137 (68.8) 0.87

Veterans Affairs 93 (31.9) 62 (31.2) —
Stage

I 60 (20.6) 41 (20.6) 0.77

1l 106 (36.3) 72 (36.2) —

I 88 (30.1) 54 (27.1) —

vV 38 (13.0) 32 (16.1) —
Tumor grade

Poorly differentiated 33 (11.3) 34 (17.1) 0.17

Moderately differentiated 212 (72.6) 132 (66.3) —

Well differentiated 47 (16.1) 33 (16.6) —

Anatomic site?

Proximal 111 (38.0) 96 (48.2) 0.05

Distal 118 (40.4) 73 (36.7) —

Rectal 63 (21.6) 30 (15.1) —
Colonic subsite?

Proximal 111 (48.5) 96 (56.8) 0.10

Distal 118 (51.5) 73 (43.2) —
Vital status (at end of follow-up)

Alive 86 (29.5) 44 (22.1) 0.07

Died of CRC 133 (45.5) 102 (51.3) —

Died of other causes 73 (25.0) 53 (26.6) —

CRC: colorectal carcinoma.
a_ . Lo . . Lo . R
Proximal sites included the cecum, ascending colon, and transverse colon; distal sites included the descending and sigmoid colon.

b . ] . . . .
Included only patients with colon carcinoma (patients with rectal carcinoma were excluded).
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TABLE 4
Cox Regression Hazard Ratios for Colon Carcinoma Mortality among African
Americans Compared with Caucasians According to Disease Stage

Hazard ratio (95% CI)

Variable? 5yrs 10 yrs
All stages combined®
Caucasians 1.00 1.00

African Americans
Stage Il

Caucasians

African Americans
Stage Il

Caucasians

African Americans
Stage IV

Caucasians

African Americans

1.58 (1.14-2.18)

1.00
2.53 (1.31-4.86)

1.00
1.21 (0.70-2.12)

1.00
1.44 (0.78-2.64)

1.45 (1.07-1.95)

1.00
1.82 (1.04-3.18)

1.00
1.15 (0.68-1.96)

1.00
1.49 (0.81-2.75)

95% ClI: 95% confidence interval.

a, . . . -
Adjusted for age, gender, hospital, tumor grade, anatomic subsite in the colon.

b . . . . .
There were not enough events (outcomes) to allow assessment of survival differences among patients with Stage | disease.
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